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(57) Abstract: Medicinal compositions 
having an excellent antitumor effect. Namely, 
medicinal compositions characterized in 
that sulfonamide derivatives or sulfonic acid 
ester derivatives represented by the following 
general formula (I) or salts thereof, in 
particular, N-(3-chloro- 1 H-indol-7-yl)-4-sul- 
famoylbenzenesulfonamide or its salt are 
combined with at least one member selected 
from among (1) irinotecan hydrochloride 
trihydrate, (2) mitomycin C, (3) 5-fluorouracil, 
(4) cisplatin, (5) gemcitabine hydrochloride, 
(6) doxorubicin, (7) Taxol and (8) salts of 
the compounds (1) to (7) as cited above: (I) 
wherein the ring A represents an optionally 
substituted aromatic ring; the ring B represents 
an optionally substituted 6-membered 
unsaturated hydrocarbyl ring, etc.; the ring C 
represents a 5-membered heterocycle having 1 
or 2 nitrogen atoms which may be substituted; 
W represents a single bond or CH=CH-; X 
represents NH-, etc.; Y represents a carbon 
atom or a nitrogen atom; and Z represents 
NH-, etc. 
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£fi#rr § d t t & 5 o 



H=CH-£, Xtt-N (R 1 ) -^Tz.Ummm^ RMt^JR^fcS 

<a»7;wi^6*iti*-r«»] , Y«M*J^T^7ttt^*M^^, ztt-N (r 2 ) 

fit, -ttB^fc&^T, TIB (a) t (b) ©^©lb^«i^n§. 

(a) A3g^4-^^;^>-tf>1:\ W^^-a-T\ X#*-NH-T\ BI*^ ^ 

>fb-&#) (I) ) , ^iffe^^N- (3-^nn-iH — OF— ;p-7 
— r;w -4-x;i/y7 ; &-i';i/^>ii>x;i'*>75 H^7c^©^(c, 
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mt>, *mWte. (1) KHEft^* (I) ^fc^Clt, (a)Ii^U/r* 
>H7K?P#3, (blv-f hY^S/>C, (c) 5 -^;i/^-P^7^->;l/> (d)v^7 3 ^^>, 
(e)^^rA->^H>, (f) F^V;i/HS/>, (g) ;W3«fctf (h) huIB (a) 75M 

(g) (DMfrZmitnZ'PfcK t% 1 (III)) t£li^:b1±T7=s: 

(2) iufS5£ (I) fc*V>T, AMd^n^na 

tP, X£«ktfZ;fi*-NH-T*3fflHe (1) ta«CDISMm^ ; (3) £x«8!lT& 
SS&IB (1) SB«£>E^m/&#l ; (4) N- (3 -pun- 1 H-<> H— 7 
--f;i/) -4-^7 7^ ;^>if>7.;W^>T5 F (E 7 0 7 0) $lfc\Zt(D 
m.t, (a) U / >H7.k*n#K (b)T^h7<-»C, (c) S-yjVlruV 

7is)V, (d)^7 7?X (e)St^Ay^t*>, If) F^V;Hf~>>, (g)*3rV 
— ;i/*«fc^ (h) fflrlB (a) (g) ©**5attn« 1 &±©4ft»£*i!fl*^b1i:T& 
^cl<t^#ti[t-rstuf3 (3) ISmcDlSmm^ ; (5) E 7 0 7 0 £fcte^<£>ig 

HtrflH (3) f3t£©Elg«% ; (6) E 7 0 7 0 ^fcttf ©It, T-f KY-fi/ 
>C*fctt-tOtt[i*j|ft*^t)i4-T^:«)C:t*«r*tt"*l&E (3) f^oDE^t 
i&#J ; (7) E7 0 7 0Sfe^©ti, 5 -7;i/^n«7^^;vsfe«-^^t^ 

a^fci*-T3feS3ii:s#tRtT*ffira3 (3) mm<DWMum% ■, (8) E7 o 7 

0 ^^^^^fctt-tOifit^trWE (3) |5«©E^3ffiLJ^ 

4ftj ; (9) E 7 0 7 0 £fcte^©^<h, Il^rAy^ tf >£&«^<&JS<h£-g-tfl!& 
12 (3) f2%CDISM^ ; (10) E 7 0 7 OSfctKOSt, K^rV;i/tf->> 
^fcte-eolfit&^tffflriB (3) aB«60E^3fa^ ; (l l) E 7 0 7 0 
©It, *^y— ;V£fc«^<D:£££^ir£&BE (3) IS«CDlS^iaj*% ; (12) 
E 7 0 7 0 £tzfc J t<Dm.£, V S 7^% >E.7km%0$itcte J £(Dm.t, y^7 7 

^>2Ht\tt<D$L£&'£tsm& (3) fE®<DEl*|Rj&#J-; (13) E 7 0 7 0Sfc 

a*©it, u y^-*>H7j<fa#/S7c^©^<t, 5-7JVjrn*y?>')v$i 
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Wf2 ( 3 > mm(Dm.Mi@.j&m ( 1 4 ) (a) mm-i u y >=mnm, (w h 

7-fy>C, (c) 5 -y)V^ru^>^iy)V, (dlyX^fX (e) Wkf^^ t: 

(f) F*v;nf ~>>, (g) ^^rv-;i/43ctt>*(h) wm (a) t^m (g) ©^es^n^^ 
&< th 1 ^<D&m£m^t>^Tf£%mmffi.j&y!)m&<Dfc&(D-E 1 0 7 0 £fc 

; (1 5) E 7 0 7 0 ^fe^CD^tm^^iiT^^IS^ffl^ 
(a)3SSK U y^^Hzkfn^K (b) T-T ~>>C, (c)5-^;i^ 
^-n^7^->;K (d)->y;^5P>, (e)IiyAy^t'>, (f) F3rV;H?-»\ (g) 
^3rV-;W3 (h) ffrfB (a) TiS (g) <DMfr BKin^^ft < £ 1 ©#jff ©1£ 
^; (16) E 7 0 7 0 £fc«^©*&<*:, (a) U J "rts >HzK?P#i, (b) 

h^y>C, (c) 5 -^;i/^-D^^~>;K (d)~>y;^^^>^ (eJ^m^rA^^H 
>> (f) F^V;Vtfv>> (g)^^V-;i/*5 e fctK(h)HtffB(a)7!;S(g)©m^e)S^n 

(i7) Mia (3) mm(Dmmuf&%&mmz^mm&tt&z£&!%wit~rz>m 

<D^ffi£fzUmmjj& ; ( 1 8) E 7 0 7 0 £fete^CD^£,it#K:i£-^U 

s— femmmmmz, (a) m®K u/f* >H7j<fn#, o>) s»c, (c) 

5 -y;i/^- 5 5^;k (d) ^t,^^>. (einsi^y^fx (f) H^v;vtf 

(g) ^ * V — ; W3 «fc (h) lufB (a) (g) © 5 S «ns ^<«i:fel0i 
»*MBBJil^k:i9!#T*^i*^iTaacD : ?B&*fctt?l&*^as ; (19) (a) 
JfcB&< U y >=*?p«k (b) h^->>c, (c) 5 -y;i/^-n^^5>;K (d) 

->y;y^^>, (ellt^Ay^k^, (f) H^y;nf->>, (g) ^V-;W3£^ 
(h) fufB (a) 75M (g) <DW& e.l«n5'>&< 1 U ■€-*u&» 

5— ^KWSiaSfcfC, E 7 0 7 0^fctt^©4tt&a9IB«lifK:S4--r*JltSiRr«t 
-r**CD^B&Sfctt«&af^ ; (2 0) ±IB*;i/3fr>fb'&4*J (I) <h±fB#!« (I 
II) t&W^«^IWB#^^7t«SiJ^{3a#^^-r^7cJ6(DE^ n D n ^>y h ; (2 
1) ±3B*;l'*>ffc;'&% (I) t±8B*K (III) t.^m.^fo^:Xf^mM^ 
Sn D p; (2 2) ±fB7Ji/*>ft;-&#j (I) <t±IB%R (I I I) tSi^fctT 
ftSfi^fri* ; (2 3) JL|BX;U3fc>fb£-* (I) t±IB4fcR (III) 



4 



WO 02/36117 



PCT/JP01/09563 



(24) ±mx)i*>ik&m (i) t±m^n u i n ££M»atrEii 
ffl\zmmtz>o 

z/9u*>& : */{7u3ri7T>, ^>v^>^n^-^^->> tfo— ;k tfU 

^yu> ? >, 7&7z?>. i-7^Vi>>, ^/*w>, *±V ] )>, ~>>yu>, 
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7°^Vz?>. ^5^VhU7y>, E^>Vt:U^>, -f5^Vh°'JyX -f5 

^-^r-y-y— ;u> -fy^rU-y— ;k ^>y^-^y— ;i/> t^^Ti/-;^ t? 
^ y p^-^rij-y— ;k -r s ^v^tv-jk y ^ 70 tf d-;k t° u f 



(1) mm$k 1 6 (Di&MT JMr^Mfctel^ik 3 73M 8 ©-fS^^y U7)l 
^l/^T^I^nWT&cfcViT^ (2) KSffifc 1 75M 6 (Dmk7)V^-)V^ 



(3) j^*t&: 1 75M 6 (Di&mrJVn =^>S, (4) 7jcj 



(6) y ;i/^7 y h 



(7)v7/a, (8) 1 75M 6 ©MT;^;i/^*, (9)/\DtV». (10) 

-a-b [5^ a«m«§-&, - (CH 2 ) k -, -O- (CH 2 ) k -, -S- (C 
H 2 ) k -£fcte-N (R 3 ) - (CH 2 ) k - {ktel 7iM5 c7)Mi5c£, R 3 «zK* 
M^^fe«^*^:17!;M6©fg^T;^;i/S^^t-} b(i-CH 2 -d {dte 

{gMT^3^'>S^7KT} £tkTJ > (ll)-a-e-f [ a «MfB^li tlWISciS^ 

Kit i 6 ©fg^T^p^r^s-ea^^nxv^Tfe J:^75 y a, m« i 75 

M6<Z){£^7;W]^ h U yjV-tn^^JVm, - (CH 2 ) m -b£fcte-N (R 
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4 ) - (CH 2 ) m -b {bttfufB^«i:Il«»^, R4«7j<^I^T^fc«M*mi 
M6 (Di&mTJl^JVM^:, mtel77M5(DR^£:^-f} , (12)-a-g 

-h iateMmfemtmMM&. g«:-co-sfc«-cs-^ h«-cggi$n 

6CDfg|ST;Vr3^r~>*, - (CH 2 ) n -b^a-N (R 5 ) - (CH 2 ) n -b {b 
n fct 1 7bm 5 (Dlt^^t) £tkT] , (13)-a-N (R 6 ) -g-i [a*«t^ 

g n^n^nmmMmtmMm%:, r e \$7kmm : ?&?t\zm&8i 1 75M 6 <Di&my 

mfem&mMm*^-?} ^tkT] , (14)-a-N (R 7 ) -e-f [a, e&irjC 
JV^jm^T^ > (15)- (CH 2 ) p -j- (CH 2 ) q -b [j teO£fc«S£:, 

WC7 b^-^fci; D-^^/^-^T 5 Sfc(i6MliSe^UT 

yS, t+Vl, -CO-r [rttTKSjlJS^ 1 73rM 6 aUffiftTJl' 

^STti$tlT^Tt)J;^7$yl, ^#»17!iS6©i£*ft7;i/^;^ j^* 
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□ n - i s o - sec- ter t - ^ 

JIM, n-^y^-jim, 1, i -s?^^;i/7°nt:;^, i, 2--j^^)Vy°u\i)V 
2, 2-y^?jl/7°ntm l-ifj^n^i, 2-x^;i/yntf;wS- 



u l , 1 , 2 - h u ^fj^D tr;V3£, l - yn t 0 ;i/^°n fcT;fc 



2-^^^;«, i, 1, 2-^^^ 

2, 2-v^^^y^;^ 1, 3-^^^^;^, 2, 



i s o-7°D^vI> sec-7*D^>J« n-7*h + ^ i s o-7*h^ 



yl> s e c — 3/ h ^ :> 
o -^>fM+y 



1 s 



1 s o — 



, s e c -^>W+yl, n-^\^y^5/S, 
"\^74^>*,. 1, l-^^f;i/7°DlfJl/t^yl, 1, 2-y^fJ^D^y 
X, 2, 2-i>^)Vzfu)±)V^r^m. 2 -I^T'D^yl, l-*3\7l'- 

2-x^7'n^yi, 1 -^)V-2-*3 L )V7ni£3r^, 1, 1, 2-h 
U/^7°D^yS> 1, 1, 2-h'J/WD^yS, 1, l-i?*^ 
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fc&s^n&t^ mMTAtzfc&mz, n- (3-^dd-ih — r>H— )v- 
^mmmmz&tf&N- (3-^dp-ih — t>h-;p-7 — ov) -4-x 

)VyT^)V^y^L>7s)V^y7^ H^ctcXE 7 0 7 0 ttt, (ID 




-c * ft $ n & ^ £ ^i" c 

*|iBJ^ffl»fc43^^^-f U J^tjy^mm (CPT-ll (Irinotecan 
Hydrochloride Trihydrate; [1, 4'-Bipiperidine] -l'-carboxyl ic acid (S) -4, 11- 
diethyl-3, 4, 12, 14-tetrahydro-4-hydroxy-3, 14-dioxo-lH-pyrano- [3', 4':6, 7] - 
indol izino [1, 2-b] quinol in-9-yl ester Hydrochloride trihydrate) ) <hteu ^ 
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^mmmW\z^-f^-fh^^^>C (MMC (Mitomycin C; [laS-(laa, 8/3, 8a 
a, 8b a) ] -6-amino-8- [ [ (aminocarbony) oxy] methyl] 1, la, 2, 8, 8a, 8b-hexahydro- 
8a-methoxy-5-methylazirino [2', 3':3, 4]pyrrolo [1, 2-a] indole-4, 7-dione) ) <ttefc> 
5£ 



o 




T $ ft s £ = 

*HW«e»k:*tt-S 5-7;^nr>^->;i/ (5-FU (5-Fluoro-2, 4- (lft 3H)- 
pyrimidinedione) ) ^ 

o 




H 

T*h$ftste-&«i£3K-r. 

*IP.BHIffl*t*5^ ; 5S/X7 0 ^^> (CDDP (cis-diamminedichloroplatinum) ) 
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NH 



NH 3 

*ffifflfflWlz&VfZ)1&mtfJ*>'&\f> (Gemcitabine hydrochloride ; 2'-deoxy- 
2', 2'-dif luoro-cyt idine hydrochloride) tH, 5£ 

NH 2 




N 



X 



HO 



OH F . H C 1 

*RWIH*K:^^S r ? ^V;i/tff>> (7H'J77-f'», Adryamicin ; 10- [ (3- 
amino-2, 3, 6-trideoxy- a-L-lyxo-hexopyranosyl) oxy] -7, 8, 9, 10-tetrahydro- 
6, 8, ll-trihydroxy-8- (hydroxyacetyl) -1-methoxy- (8S-cis) -5, 12- 
naphthacenedione) <hteu ^ 

OH 

'"OH 




H„C 



NH 2 

*mWM&lz&\if2>&^J—)l> (Taxol (Paclitaxel ; (2R, 5R, 7S. 10R, 13S) - 
10, 20-Bis (acetoxy) -2-benzoyloxy-l, 7-dihydroxy-9-oxo-5, 20-epoxytax-l 1-en- 
13— yl (3S) -3-benzoylamino-3-phenyl-D-lactate) ) <hte, & 
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x^>>ui^>BKik ^>if>7.;^>m^ h;vx>7,;i/*>m^:, ^u>& 

S^>^, 7°D^-r>^, k"3 'J >I, yyi7DA^>Jl/7$>S, N, N' -S?'* 

t&W2{k-&#l ( I ) MA^H¥ 7- 1 6 5 7 0 8, WO 9 5/0 7 2 7 6f 

N— (3-^PP-lH — r>H— ;P-7 — ()]/) -4-7,^77^ ;W*>-£ 
>^;i/*>T$ H (E 7 0 7 0) teu 4^Q(D7j& (WO 95/07276 

if 7-16570 8 m&mz&n znt&M 1 9) *fctt-ent'Jpt:&^fc:«fco 
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CPT-11, '?^h7-l'i/>C, 5 -y)V^TU^^^)V, yX7°7f X ^B. 

*«KllB«.te:*tt* r^^ijj ttt, #tSttM*fcMb Testis II 

a^tum Fd^OTffi*, ffl««K3S, wis, jfbs, 

7^h, tHy h, "71^ -f^> "7^ 1t-;1/#) Ulltb 
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igj&*0. 2 675M1. 011%, ^h^y>C^^(DS^0. 0 1 7 75M 
0. 0 6 811%, S-^^D^v^fcte^fe^S. 7J3M1 5fi»%, 
>-X7 o ^^>*fe«^CD^^0. 0 7 173M0. 2 9fifi%, iSM^A^bf 

mw wo. ■ o 4 2bmo. i7ii%, ^+y-Mfc«-?-©i^o. 1575s 

0. 6 ottfi%T&£ 0 

ih — r >F— ;v-7 — ov) - 4-x)iyT : E4 )i^->^fy^J^>y^ h (e 

7 0 7 0) ^fe^cDi^i:, (l)^m-r U / >HzR?n#K (2)^hTi'y>C, 

(3) 5 -y;i/^-o^^~>;K (4) ~>7;:7°^>, (5)ft^Ay^ tf>, (6) H^v;i/ 
hf-», (7) ^V-;V&£^(8) fffWB (l) TiM (7) (Dl&fr e-lHtlS 1 i^Ji©^M t 

(a) E 7 0 7 0 ^fcja-eODJftt, U J "rti >H*5ftl4&S:fcte4©:!£i&iifl 

(b) E7 0 7 0£fcte^<D±&£, T-f h^->>C£7cte^<DM££ffi^-&:bi* 

(c) E7 o 7 o ^fctt^-oitt, 5 -7;p^-p»>7^;i/*fca-e<Dtt[fc**a*^ 

(d) E 7 0 7 0 tfcf^Olt, v'7;y^5 : ->Sfc«-^©^<h^m^^-y:T7 t c i; 

(e) E 7 0 7 0 M^Ay^ If >£fc«^(D^<h£M^;bi± 

(f) E 7 0 7 0 £fctt-^<D^£:, K^rV;Hf^>*fctt-t©4fit*ai*-&t>ii:T 
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(g) E 7 0 7 0 ^.tz^Olikt. 9*cV— ;i/*fctt"€-©JfttS«a*'&t)i*:T3fe* 

(h) E 7 0 7 0 ^fc«^0^i, ffi^-T U y^*>=7KlP**fctt"€-oa[t, ^ 

(i) E 7 0 7 0 Sfctt-tCDJfti:, Sffifc'l' U / ^ >=7KSl%*fc 5 
(j) E 7 0 7 0 ^fc^©Si, mm-r U /^#>=*fttt*fcte-?-©itti:, ~> 

x 7" 7 ^ > * fc a-e (Dm. t zm^tm-xu % exseu&kk 

(1) E 7 0 7 0 SfcttfOlt, T-f hY-fy>C*fc^©It, is*???- 
> £ It «^cd±& t £j&a^<&:bi3:Tfc § mMU&tfo, 

(m) E 7 0 7 0 Sfctt^Cli:, 5-7Mn^7y;^fc^®Si, yX7° 

(n)E7O7OJfc(K0ii, T-f hY^ ->>C ^7c«-^(D^t, 5-7)]s& 
(o) E 7 0 7 0 tfc^©St> U /5="5t7>=7KSl4*»*fc«-€-©ifia:, 5 

(p) E 7 0 7 0 ^fc«^(Z)^<h, Jftlfe^f U y"T-*>=7KfP**fc«-t©«[t, V 

(r) E 7 0 7 0 SfcS-tOJIi:, JfigJK U 7 >H7K?n#j£fcte j e<E>^<h, V 
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( S ) e 7 o 7 o &t£\z j t<Dm.£, mm^ u j ^^^fn^fcte^mt, m. 

(t) E 7 0 7 0 ^tc\t^r(D^i:, U J "ril >=7^W$l£.f£\Z J t(D^t , H 

(u) E 7 0 7 0 ^7t«-?-0^i:, fflK U y^^/^zKfn^^fc^cD^i, ^ 
(v) E 7 0 7 0 Sfctt^Ott, T-f h^-i ^>C^.fc\Z^(Dm.t, mmtf&i/ 

( X ) e 7 o 7 o jfcttf©it, T-r b^'tisyc&fz.n^&m.t, 

(y) e 7 o 7 o ifctt-^oiit, 5 -7;i/^p»^^^;i/^fc«-€-©iit. My 

{z)E7 0 7 0*fctt^©It, 5 -y)V^ru^^^)V^f^U^(D%t., F^y 
(aa) E 7 0 7 0 ^fcte^i&t, 5 - 7 £ ^ v-^fcte-^©*^ 
(bb)E 7 0 7 0 ^fca-tOiKt, ~>^7°^^>Sfc«^©^£, Sl^y^k' 
(cc) E 7 0 7 0 *fc«-€-Olg£, y^77f>^fc(if©it 1 F3rV;i/tf 
(dd) E 7 0 7 0 yX775 : >Sfc(i^©Si 1 ^y-;i/£7c 

(ee) E 7 0 7 0 £fctt-€-©ifi<h, SI^A S>^ If F^PV^fcf 
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(ff)E 7 0 7 0 SfcS^Olt, iM^A^tr &* y J—)V 

(gg) e 7 o 7 o K^y^tf ->>£7cte-^©:^£, ^y— 

(ee) E 7 0 7 0 £ft\tt<DM2l, ffl?^A~>^ bf >£&*»©*!£, H^V;Hf 

> S 7c ©4tt £ £ m^fc i*T & £ [SM«#J > 

(ff)E 7 0 7 0*fctt-t©ifti, SI^Ay^ tf 7c te-^©^£, ^^y— ;i/ 
(gg) E 7 0 7 0 £&&-?■©:&£, I* ^V^fcfv' ^y— 

(hh) e 7 o 7 o s=fc «-€-©!££, ^< h^-r ~>>c£7cte^©:^£, 5 -7;m- 

(ii) E 7 0 7 0 &•€■©:&<?:* T-f h^-Tv^C £&&-€-©!££, b-7)V3r 
□ »7 ^ ~> 7c tt^com fc , ^m-^r A ^> ^ tf > * 7c ©^ £ &fi^t)tT^ § 

(jj) E 7 0 7 0 h7^y>C*fci^OS^ 5-7)1^ 

p 7 7 * fc i: , H =ip y ;i/ tf ^ > £ tc ©*& t £ to^-trcte § is 

(kk) E 7 0 7 0 &fz\$ : £<Dl&.L, ^-i h ^< ~>> C *;£&•£-©:!££:, b-7)V3r 
ury? £ 7c i > 37 ^ y — ;i/ * & te^CD^ <t ^ll^-fci+Tfj: § EUffi 

. (ii)E7 o 7 0ifctiMi, 5 -^M-n^^l^fc ~>^y° 

(mm) E 7 0 7 0 ©SI <fc* 5 - 7 □ 7 5 ~>;l/^7c«^-©^t, ->7^ 

7 ^ > te^t (Dm. t, F +V ;i/ tf > $ 7c *»©:& £ £ jja^:foi±T£: -5 EHM 
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(nn)E 7 0 7 0 ^fcte^CD^ch, 5 - 7 u V =y v^l^fc ^77° 
7 J- > * ft tt-t © it t , ^ V — tt-tOlft t £ffi#.£-:b1*Tft: § |S|gM#K 

(00) E 7 0 7 0 Sfctt-tCDJfti:, '>Xy°^^>^fe«^-©^i:> It^A^^k* 
> £ ft K-t t > F 3=- y ;Hf 5» £ tt-t t £ jRa^teiirT^: £ , 

(pp) E 7 0 7 0 ^tzU^(Dm.t, i/7s7°?3 L >$.t£te J t(Dm.t, If^A^^f 

(gq) E 7 0 7 0 :K&y A 2^ F^yjUf 

~> > * fcja-eoitt t , ^ + y — & t £*i#--£;bi±T& & BUffij&ft. 

*fcttKfi59IC!)a#fcafc^T«, ffiPStfJHift-^telE stir, 7mm<D 

E 7 0 7 0 £;fctt-£®iS&J£l#fcg!-§-U -enA^fe— Jt^lWJlija^fc, 
<U/f*>H*ft*, (2)^fhY^y>C, (3) 5-y;i/^-n^^->;K (4)-> 
X^^X (5)M^rAy^HX (6) K^y;i/t*v>, (7) ^y— ;W3 Jctf (8) 
tul2 (1) (7) &»tfn<54>fc < £ fe 1 ®«lRStfflBll*fcia:#*r* d £ 

(1) SBft-f U / ^ >=zR*n#K (2)Y^hY^y>C, (3) 5 -y;i/^"P^^i> 
;k (4)zs77°^9->, (5)ItyAv^t'X (6) F^py (7) *^y— ;p 
33J:tf (8) IflE (1) 75S (7) ©i£;fc£>Sfc£n5i!>&< <hfe 1 ©#/K£Jft#K:&:-^U 

^n^e>— jt^Wjgias&fc:, e 7 0 7 0 ^7t«^opm^ft&iBA#^^-rseit^ 
a> £ to * ft t> wjs Kt^^ns. 

swt% E 7 0 7 0^fcK©tt, (D&BM" u y^^>H7Kfn#i, (2) T-r h-? 

(6) F^y;Hf>->, (7)^^y— ;^J;t^(8)MSB(l)75S(7)©lg^e>atitiS^ 
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SUM*, -f** > «rK:t h\z&tfz>mm • ^m\z^ 

m-v&Zo ttffj, #a, ^sim 

B&fcO 5 0 0 Omg, WM\ZUm5 0 73M4 0 0 Omg, 3Z\z9?m\Z\Z 1 

0 0TbM3 0 0 Omg-efeOHMMl 0 1 73S»|IIfcfrfrTfi!#t"Sa ^(Dm 

Sl5 0mg/m 2 , T^f h^y>C}j;2M4 Omg, 5 - 7)]s#nV ? z/MS. 
5 75120mg/kg, y^77?>ttl 0M9 Omg/m 2 , M^v^lf> 
ii5 0 0 73rMl 2 0 Omg/m 2 , ^ F^V ;l/tf 1 0 75M6 Omg, 

3 5 1 0mg/m 2 i$tlT^5^ Z.tl^^l^-^'t Z>M^<D 

75M1 OOOmg, mzWM\Z\%2 0 75M3 0 0 m g (Z)S#»l^^pTfgTS§o 

i^Ttsct^tfs. ff^bv^j^tbT^^m mm, mum* m 

«t»J, «»J> z/ny7°%U bu-^M, KASI, tfc*»J, 

bi#:«^Js ^cm«!i, j&asiu ^^sa, A°^y^L D-j/ 3 >ifjjjfttf5n*. - 
nc»M^Hb{c«®^^e>n^!a^j, is^j, m^j, msnn^, 

-is^is^p a nffi^j©^tbTffl^e)n§^^ffi-&bT^s^^f9^Kb 
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(•feh7r7U;i/7;^-jk ^-;i/7;i/:3-~;i/&<H) , ->un>®jjg, 

;k y;ptr] — frizz) , m u?)\>u—^ isuifetzE) , i&wmte m?K^ 
mmm. mnn, m&m, m&mzmtsLii&ija tfttiom wst 
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•2> o 

was. «s, u>*-^\ s&Lffi, mofem&tite^mzmm'v&Zo *mm.i& 
m&rn&m iz£%mmMm&{&m^bmmjjM<D^ismm<vmm^m'tz>z\ 

nn E 7 0 7 otcpT-n offiii^st^7 7T^5= mmtitm 

MWM (RTV: Relative Tumor Volume) £tk U ^$itl 
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H2tt,' E 7 0 7 0 tMMC®W^^t^77t*5. £EHlt2i£jBft#@l 
(RTV : Relative Tumo r Vol ume) £?Kb> 8tttlt338:-5< 

HI 3 (1) , 0 3 (2) ££^0 3 (3) H E 7 0 7 0 tCPT-ll ©ffifH 
^)m^^T^^^T$.^o MteltM-f*** (RTV : •Relative Tu 
mor Volume) «ffl»Jg#H&B#j&>5CDB3R£^$\ 

03 (1) E7 0 7 0 iCPT-ll SrlTOfclS-^LfcfeOD, 0 3 (2) 
E 7 0 7 Ogm ft^5CPT-l 1 $K#Ufc%0, EI 3 (3) fi, CPT- 

i ifi^, a*>5E7 070 bfc © ^^-n-^n^Tc 

04(1 E 7 0 7 0 t 5 - FU0WS^f^77T^5. $8fflteifcJBffc# 
i (RTV: Relative Tumor Volume) Sr^b, $tttte© 

05H E7 0 7 0tCDDP©W*^t^7m. IfaW&VcM&fe 
St (RTV : Relative Tumo r Vol ume) 

fciz!!cD$p<, ^mmizfrfr&mm&j&m, t*)t>vt, E7O7o^K0St, 

d) » u / 5=-* >H7f^n*, fflT'f h7^»c, (3) 5 -7;1/^-d^^->;k 

(^y^^^X (5)4fiB6^A^^lf>, (6) H^V;Hf (7) ^3rV— ;M3«k 
t* (8) iufB (1) Jbm (7) O^Sians 1 U±(DmK £ &1B.&Gtt>1kTfeZ> 

mteZzfiimfi. ^(Dmm^m(D^M(Dm&^ v— t>^r j—n (Two-way anova) 

(WA.\£&CF<D'SCffill)fr?> (iii) (i)Effectsof 5 - f luorouracil , 
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leucovorin, and glucarate in rat colon- tumor explants. Cancer 
Chemother Pharmacol. 1992 ; 3 0 ( 1 ) : 2 5 - 3 0 ; ( ii ) Enhancement of 
vincristine cytotoxicity in drug- resistant cells by simultaneous 
treatment with onconase, an antitumor ribonuclease . J Natl Cancer 
Inst. 1996 Jun 5 ; 8 8 ( 11 ) : 747 - 53 ; { iii ) Effects, of growth hormone 
and testosterone on cortical bone formation and bone density in 
aged orchiectomized rats. Bone. 1999 May ; 24 (5) : 491 - 7) Srfflt^Tfr 
~3 o 

ISil [h h^vII^HCTl 5^-F7^^TtKrJH;^I^E7 0 7 
OtCPT-1 1 (Dffim] 

tb«ftHCT15 (ATCCiOfA) 5 %mB.^7,^ >^^—5>— |*i 
t^^TRPM 1 1640 (1 0%FBSt) TfctJ 8 0 %3>7^X>htfj:5^ 
7:mmis, h'J7y>-EDTAtJ;D, Hanks balan 

ced solution 5xl0 7 cells /m 1 MMm^mM U MRS 

mmmzo. 1 m 1 ^j? - FYy^fWTMifc. ^mm, ^mmw-m 

*U 8 2mm 3 !C7 l c |;ofcSt^>e> E 7 0 7 0 £ 3 Omg/k g/d a y , CPT 
-11^7 5mg/kg/day©i}lT, #£ijg>£ V^iMT'S^-bfco E7 0 
70ttlBlIfiI5BM (1-501) , CPT-lia4HIIlHI, 3 0 (1, 5, 

"rzS^^y&^vVrt (Mi t s u t oyo) TllteU ^T©^TM-«M^^: 

ffi^^ft^JMSIl (mm) xlIMg (mm) 2 /2 

t x4 : mmmwn<DAm^mm*mm-t^(o\z^tz.mm (am 

m^itmBit^. (mRTV) : ikm&fc&L (R T V) *<£>«/Mit 

mmffifimmmmmm^vmnfz.m.mmvjj^^mis, two-way 
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Sl*«ttfHl*6(!l!5^I!5E 7 0 7 OiCPT-1 1 tt-ttl-^n 
©S&^ffiSWfciilnt" St>©T?afet3, E 7 0 7 0tCPT-l 1 0#ffl^J» 

[t h«HCT 1 5 5!-FTWMit7JH:*^E7 0 7 
0 iMMC©ffffi] 

th«fHCT15 (ATCCkDlA) 5%»M>^a^-F«3 
fc^ViTRPMI 1 6 4 0 (1 0% FBSt) 0%n>7JVX>htft^ 
£T*&*U h'J^»-EDTAtiO, M^HJiRU Hanks bal a 
need solution 5xl0 7 cells /m 1 lil^ifib, IB 
j&Mft&O. 1 m 1 - F7!>7#fflAT tttt, ^M*^ 

S^15 6mm 3 t&ofel#^ E7 0 7 0§2 5mg/kg/day> MM 
C£4. 1 9mg/kg/d a y ©Ii:Tf^lS§ V*«0fJBT?lS:# bfc„ E 7 0 7 
Ottl0105BK (1-501) , MMCilf@ (IBS) i»l*I&#bfco & 

#BG#«fr e>> 2 ®/ji©^fSE-e, mm-&& • ss^f^^^+t u/i (m i 

t s u t o y o) TSI^U &T©^THaWtt*£J|EtfJU;fc:. 

= JMftfS (mm) xjffi*@^l (mm) 2 /2 

t x4 : wmmmmn<D4m^-vmm^mm-t^(D\zw^mm (urn 
m^itmrnmn (mR t v) : itmrnmn (rtv) * os/hi 

fffflf^IfaffliSJ; 0«n&&JB*8&*£5B# U jO^, two-way 

ANovAT?iKM-w^r3iE^:SSfpffl**iB«>enfc»^, ffisis&s^^jjtbfc. 

IS 2 £>ct cK0 2 ^^>B^S^7^ffi DE 7 0 7 0 iMMCOf fflB^tlf'tlOM 
£ffl^l8fc:it;bn-f 0* E 7 0 7 0 iMMC©{?ffflWffinfcin:i®^J<h7 u c j: 

mMM3 [kh*SISW6 2 0 * — H v^XffeT^ffit^l/^&tt^ E 7 0 7 
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OtCPT-1 1 (Dffiml 

tb^MSW6 2 0 (ATCCiDlA) 5 %fflgLtt7,^ >3r:x^-^-ft 
fc:fcVvrRPMI 1 6 4 0 (1 0%FBS^) 8 0 % n >y)lJL> h £ 
Tit^U h'J7y>-EDTASl t tD, i§&0JRL, Hanks balan 
ced solution 5xl0 7 cells /m 1 3tt 
®«£0. lml - ttTCitlfco #tti^ ¥±£)ffi*#^* 

^2 2 6mm 3 t&ofcil*>S, E 7 0 7 0^25mg/kg/day, CPT 
-11*6 2. 5mg/kg/dayOitTf^§VifMTS4bfco E7 
0 7 0 1 H 1 HI 5 B m (1-5BI) , CPT-11 Wfflfc 4BH1H1, 3 

0(1, 5, 9B@) #Mi^s#bfco mm\*. mmmm (e 707o»i~5h 

@, CPT-11 « 1, 5, 90 @), E707 0 5fcfTi£# (E 7 0 7 0ttl~5 
B@, CPT- 11 » 6, 10, 14B@) , CPT-1 1 M=f^.^- (E 7 0 7 0 
tel0~14B§> CPT-1 lSl, 5, 9 Bg) <D 3m<D7.5rz? =l— J^g4 

/\° (Mi t s u t oy o) T$teU KTOStllM^Ittl Lfc, 
=Jft»H (mm) xlllg (mm) 2 /2 

T x4 : TOM»m©4fg^T«^±im-r^0D(CSbfcBtP B 1 (B^c) 
»4>Jfcffi-*#:** (mRTV) : itJM-M (RTV) * ©*/MS 
* : B @ ©M&tt^/^JftfcttSt 

#f^s¥^M^Ms^j; d mntzffimm±%k&mwis, ^o, two-way 

A N O V ATlst Wtf ^^Iffffl ^1* 5 tlfc*^, fflm^JjPrt^Ml^Co 

si 3 &£uqii 3/0^ hj e-^^ii DE 7 0 7 0 icpT-n om-m \t^n^n 

CD^^ffi^W^iijjD-rSfeCD'r^.D, E 7 0 7 0 tCPT-l 1 (D#ffiWffin 
frifimM t&Tft-tlbOl-lrfc&o E 7 0 7 0©g#tCPT-l lO 

7 0, CPT-HO^f,»%, fflfHW&$l^£3K-f. 
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HWJ4 [fc b±mmc o 1 o 3 2 0 D. M. ^- FT^XSTIItfiH^ 
tt5E 7 0 7 0 i 5 -FUC0#fffi] 

kh«ftCo 1 O 3 2 0D. M. (AT C Ccfc 5 >^P 

a^-ftH^^TRPMI 1 6 4 0 (1 0%FBS#) TltJ 8 0%n>7;i/X 
yhtfeZ^-rrmmis, bU7°>->-EDTA^ < j:D>»^lHlilXb, Hanks 
balanced solution!:, 8xl0 7 cells /m 1 SIM^^H 

iu, mmmmm^o. im 1 ^-3^-Hv^x##j^T»ttufco ¥ 

±^IIi*#:^U 6 9mm 3 ttofcl*i^> E 7 0 7 0 £3 Omg/kg/da 
y, 5-FU^60mg/kg/day©Ii:T> WJ&£ V^#f JlT&-^bfco 
E 7 0 7 OWJtel 0 1HI5 BW (1~5BS) > 5 - FU#|J«4 0 iZ 1 HI, 3 
HI ( 1 , 5, 9 0@) il^lfc. if H HH#i (E 7 0 7 0 1 - 5 H 
m, 5, 9B@) . E7 0 7 0 5fefT®# (E 7 0 7 0(il~5 B@ 

5-FUtt6, 10, 14S@) , 5-FU5fefrS# (E 7 0 7 0 «1 0~1 4H 
5-FUftl, 5, 9HI) ®3schedul eTfilLfc. M» 
2 HI/ / McDM^"e> JB-KSfl • Ig&fy^-y^^t UA° (Mi t s u t o 
yo) T«U &CF '©^IS#l$ISLfc. 

W^fM=fll=!SS ; g (mm) xfijfc$£|£ (mm) 2 /2 

T x4 : OTM«#:^©4^^TM^^mT^>©^SLfe0t^ (0^0 
*^tbJB^#^ (mRTV) : itM&fc& (RTV) * 

^fflf^fjijllfj; 0 ffinfeirCM^^^^jf U two-way 

* 4 3d cfc tXH 4 7^ £ BJ§ £>^&M DE 7 0 7 0 t5- FUOfffl te^n^tlCD<8j 
^^ffi^Kltti^p-r^feO-e^D, E 7 0 7 0 t 5 -FUCD#fffi^J^n7cm^iJ 

£ ft § e: t £^-r & s o 

tlfj 5 [fc h#/Mi»SLU - 9 9 F^X^TM^T^l^W^E 
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7 0 7 0 tCDDPOfi] 

kMN«S$j|LU-9 9 it?.— 3^>XW9zmWM> 2, Huma 
n Science Research Resources BankcfcDIi 
A) 5%mMfi7,-f >=¥=ls<— $~ F^C&t^TRPM I 1 6 4 0 (1 0%FBS^) 
-l?m8 0%n>7)VJi>htf£%&-emmiss hU7y>-EDTAilJ;D, « 
SUlUKL, Hanks balanced solution"!?, 6.4xl0 7 c 
ells /m 1 ISS^ill, lfflJMil?&£ 0. 1ml ^o^— F^T^M 
Tilftbfc. ¥^JH0W*3*#1 1 4mm 3 ^^o7c0t^^e), E7 0 7 

0$25mg/kg/day, CDDP§7. 5mg/kg/d ayCltt, # 
^iJfe^^^^-rg^Ufco E 7 0 7 O^gOtel B 1 05 BIHJ (1-5 BB) , C 

ddp¥»j«¥hi (ib@) »s4bfc= mmfe. mmmm (E 7 0 7 om 

~5B§, CDDPttlBg) , E 7 0 7 0^tK# (E 7 0 7 0lil~5 B@, 
CDDPa6B@) , C D D P 5feffS-^ (E7 0 7 0tt2~6 Bl, CDDPttl 
S@) ©3scheduleTS#b&. 2 S 

• Sm^S^^y^^ U A° (Mi t s u t o y o) *ca!j£U OT©5£ 

miMfem=mm&& (mm) xlilg (mm) 2 /2 

T x4 : TOM*f«(Z)4^*Tmi»^?fiT^^^^bfe0tP B T (B#) 
Il4>i£li*#:f« (mRTV) : itm&#3* (RTV) * ®«/Jvfi 

* : B a ©MS£#fll/l5UgH«&#8l 
MP^MWJ^SilctDMnfcifCM^^^^b, two-way 

^ 5 43 cfcc^HI 5 6 BJ§ £>^&5I DE7 0 7 0 iCDDP te^tl-^n©^ 
^£*B^I$fc:if JOTS t)©T^ E 7 0 7 0 tCDDP (Z)#ffi^J^ffin^c^L^lJ 

t h^ISHCT 1 5^- F^T.&T^tt^^WC&tf^E 7 0 7 
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OtGemcitabineffffl^W ' • 

kh«»HCT15 (ATCC^DSfA) 5%M^X-f ^a'^-fi 
Kl&t^TRPMI 1640 (10%FBS"a) 8 0 % Z2 >7)lX.> b tt£%> £ 
Ti^U b U 7»-EDTAi:J: £EI££0JKU H a n k s balan 
ced solutions, 5xl0 7 cel 1 s /m 1 mMfc&mUls, MM 

mmm& o . imif^- h ^^x^m&Tiz^m l.^ 0 tom-ism 

ftl 5 6mm 3 lZt£-Dfzm&frt>, E 7 0 7 0 2 5mg/kg/day> MM C 
4. 1 9mg/kg/d ay^W§Wffi«tfc. E7 0 7 OH IB 
105 BfH] ( 1 ~ 5 H S) , CPT-1K1 3BC1H1, 40 (1, 4. 7 , 1 

f^fy^t'J^ (Mi t su t oyo) TffiiJ^U J^T©5£TM-i»£M*£Jf 

f&.'JMfa%f.=MlmW& (mm) xiigg (mm) 2 /2 

T x4 : Mffi*#:«©4^^-CM*^mt-^©fcMbfeBtW (Bifc) 

m'pttmmfam (mRTv) : itmm^m (rtv) *<Dm^m. 
■mmm^mmmmmm^omnr^mmm^^mi,. #0, two-way 
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